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TI Compositions of chemotherapeutic agent or antiviral agent with acylated 
pyrimidine nucleosides 

AB The subject invention discloses compds . , compns. and methods for treatment 
and prevention of toxicity due to chemotherapeutic agents and antiviral 
agents. Disclosed are acylated derivs. of non-methylated pyrimidine 
nucleosides. These compds. are capable of attenuating damage to the 
hematopoietic system in animals receiving antiviral or antineoplastic 
chemotherapy. Thus, biol activity of 5-f luorouracil is reported. 
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TI Methods of reducing toxicity of chemotherapeutic and antiviral agents with 
acylated non-methylated pyrimidine nucleosides 

AB Compds . , compns. and methods are disclosed for the treatment and 

prevention of toxicity due to chemotherapeutic agents and antiviral 
agents. Disclosed are acylated derivs. of non-methylated pyrimidine 
nucleosides. These compds. are capable of attenuating damage to the 
hematopoietic system in animals receiving antiviral or antineoplastic 
chemotherapy. Oral administration of triacetylur idine 
ameliorated the hematol. toxicity of 5-f luorouracil . 
Triacetyluridine and uridine increased the therapeutic index of 
5-f luorouracil in tumor-bearing mice. Amelioration of the adverse effects 
of e.g. AZT is also described. 

AN 1997:141015 HCAPLUS «LOGINID : : 2 0 1 0 03 0 1» 

DN 126:139905 

OREF 126:26891a 

TI Methods of reducing toxicity of chemotherapeutic and antiviral agents with 

acylated non-methylated pyrimidine nucleosides 
IN Vonborstel, Reid W.; Bamat, Michael K. 
PA Pro-Neuron, Inc., USA 
SO PCT Int. Appl., 142 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 13 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 9640165 Al 19961219 WO 1996-US10067 19960606 

W: AL, AM, AT, AU, AZ, BB, BG, BR, BY, CA, CH, CN, CZ, DE, DK, EE, 

ES, FI, GB, GE, HU, IL, IS, JP, KE, KG, KP, KR, KZ, LK, LR, LS, 

LT, LU, LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, 



RW: KE, LS, MW, SD, SZ, UG, AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, 



IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, CG, CI, CM, GA, GN 



IN 177670 
US 5968914 
AU 9661114 
AU 724805 
EP 831849 



19970215 
19991019 
19961230 
20000928 
19980401 



IN 1994-CA701 
US 1995-472210 
AU 1996-61114 

EP 1996-918461 



19940902 
19950607 
19960606 



AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI 



JP 10511689 
AU 9952624 
AU 2002320811 
AU 2005232288 
PRAI US 1995-472210 
US 1987-115923 
US 1987-115929 
US 1989-438493 
US 1990-487984 
US 1991-724340 
US 1992-903107 
IN 1992-CA473 
US 1993-61381 
US 1993-176485 
AU 1995-29150 
WO 1996-US10067 
AU 1999-52624 
AU 2002-320811 



JP 1997-502184 
AU 1999-52624 
AU 2002-320811 
AU 2005-232288 



19960606 
19991001 
20021223 
20051110 



19981110 
19991202 
1 20030403 

1 20051201 
19950607 

2 19871028 <— 
2 19871028 <— 
2 19890627 <— 
2 19900205 <— 
2 19910705 <— 
2 19920625 <— 

1 19920706 <— 

2 19930514 

2 19931230 

3 19950630 
19960606 

3 19991001 
3 20021223 

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
OSC.G 4 THERE ARE 4 CAPLUS RECORDS THAT CITE THIS RECORD (4 CITINGS) 

RE.CNT 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 3 OF 35 HCAPLUS COPYRIGHT 2010 ACS on STN 

TI Pyrimidine nucleotide precursors for treatment of systemic inflammation 
and inflammatory hepatitis 

AB Pyrimidine nucleotide precursors, including acyl derivs. of cytidine, 

uridine, and orotate, and uridine phosphorylase inhibitors, and their use 
in enhancing resistance to sepsis or systemic inflammation, are disclosed. 
Triacetylur idine improved survival of mice treated with a LD of 
Salmonella typhimurium endotoxin, reduced endotoxin-caused tissue damage, 
reduced mortality in viral hepatitis in mice, and improved recovery from 
ethanol intoxication. 
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L3 ANSWER 4 OF 35 HCAPLUS COPYRIGHT 2010 ACS on STN 

TI Acylated pyrimidine nucleosides for treatment of toxicity from 

chemotherapeutic and antiviral agents 
AB The subject invention discloses compds . , compns. and methods for treatment 
and prevention of toxicity due to chemotherapeutic agents and antiviral 
agents. Disclosed are acylated derivs. of non-methylated pyrimidine 
nucleosides. These compds. are capable of attenuating damage to the 
hematopoietic system in animals receiving antiviral or antineoplastic 
chemotherapy. Oral administration of triacetylur idine 

ameliorated the hematol. toxicity of 5-f luorouracil . Effects of other 
derivs. are also presented. Synthesis of ethoxycarbonyluridine 
is included. 
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L3 ANSWER 5 OF 35 HCAPLUS COPYRIGHT 2010 ACS on STN 

TI Pyrimidine nucleotide precursors for treatment of systemic inflammation 
and inflammatory hepatitis 

AB Pyrimidine nucleotide precursors including acyl derivs. of cytidine, 

uridine, and orotate, and uridine phosphorylase inhibitors, and their use 
in enhancing resistance to sepsis or systemic inflammation and treating or 
preventing inflammatory hepatitis are disclosed. Triacetylur idine 
and uridine improved survival of mice treated with killed Escherichia 
coli . 

AN 1994:549080 HCAPLUS «LOGINID : : 2 0 1 0 03 0 1» 

DN 121:149080 

OREF 121:26721a, 26724a 
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L3 ANSWER 6 OF 35 HCAPLUS COPYRIGHT 2010 ACS on STN 

TI Treatment of chemotherapeutic agent and antiviral agent toxicity with 
acylated pyrimidine nucleosides 

AB The toxicity of antiviral and antineoplastic agents, resulting from their 
damage to the hematopoietic system or mucosal tissue, is prevented or 
treated with acylated derivs. of nonmethylated pyrimidine nucleosides. 
These derivs. may themselves be antineoplastic, antiviral, or antimalarial 
agents; they may be administered together with inhibitors of uridine 
phosphorylase, of cytidine deaminase, or of nucleotide transport. Thus, 
oral administration of triacetylur idine (500 mg/kg 8 times in 2 
days) rescued mice from the hematol. toxicity of 5-f luorouracil (150 mg/kg 
i.p.), as shown by leukocyte and platelet counts. 
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L3 ANSWER 7 OF 35 HCAPLUS COPYRIGHT 2010 ACS on STN 
TI Preparation of 5-f luorouridine via fluorination of 

triacetyluridine in acetic acid. 
AB Title compound (I), a known neoplasm inhibitor, was prepared in high yield and 

purity by reaction of triacetyluridine with F in AcOH followed 

by (stepwise) deacetylation of the intermediate 

6-acetoxy-triacetyl-5-f luoro-5, 6-dihydrouridine (II). Thus, F in N was 
introduced over 24 h into a solution of 3.7 g triacetyluridine in 
200 mL AcOH. The resulting II which was dissolved in 80 mL 0.15 M NaOMe 
in MeOH and allowed to stand for 12 h at ambient temperature to give 2.15 g 



(82%) I, m. 183-185°. I was prepared in 71% overall yield by 2-step 
deacetylation of II using Et3N to dehydroacetylate the 6-acetoxy group 
followed by deacetylation of the resulting triacetyl-5-f luorouridine by 
the Zemplen technique. 
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TI Preparation of carcinostatic nucleosides of 
6-acetoxy-5-f luoro-5, 6-dihydrouracil 

GI 



AB The title compds . (I; R = 2 , 3 , 5-tri-O-acetylribosyl , 

2, 3-di-0-acetyl-5-deoxyribosyl, 2, 3-di-0-acetyl-5-chloro-5-deoxyribosyl ) 
were prepared as new carcinostatics (no data) , by a direct fluorination 
acetyluracil nucleosides with F(g) in AcOH. Thus, F(g) was introduced 
over 24 h into a solution of 3.7 g triacetyluridine in 200 mL AcOH, 
to give 4.22 g title compound I (R = 2 , 3 , 5-tri-O-acetylribosyl ) . 
Deacetylation of the latter by MeONa in MeOH gave 2.39 g 5-f luorouridine 
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L3 ANSWER 9 OF 35 HCAPLUS COPYRIGHT 2010 ACS on STN 
TI Crystal and molecular structure of 

4- (1, 2, 4-triazol-l-yl) -2 ' , 3 ' , 5 ' -tri-O-acetyluridine, C17H19N508 
AB The title compound is orthorhombic, space group P212121, with a 5.764(2), b 

10.587(2), and c 33.778(6) A; dc = 1.358 for Z = 4. The final R = 

0.039 and Rw = 0.032 for 1174 reflections. Atomic coordinates are given. 

Bond lengths and bond angles are given, and the sugar conformation 

discussed . 
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TI Crystal and molecular structure of 
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AU Smykalla, Cornelia; Smits, J. M. M. ; Beurskens, Gezina; Beurskens, Paul 

T.; Rijk, E. A. V.; Tesser, G. I. 
CS Crystallogr. Lab., Univ. Nijmegen, Nijmegen, 6525 ED, Neth. 
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TI Preparation of 5- (perf luoroalkyl ) uridine derivatives as intermediates for 
antiviral agents 

GI 
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0^ N 



AcOCH2C Q 




AcO Rl I 



AB The title derivs. I (Rl = H, OAc; R2 = lower perf luoroalkyl ) (II), useful 
as intermediates for antiviral agents, are prepared from I (R2 = H) (III) 
with R2C02H (R2 = same as II) in the presence of XeF2 . XeF2 was gradually 
added to a solution of III (Rl = OAc), CF3C02H, in CH2C12 at room temperature 

and 

the reaction mixture was further stirred for 5 h to give 88% II (Rl = OAc, 
R2 = CF3) (IV). IV was dissolved in NH3-saturated MeOH and the solution was 

left 

stand overnight, concentrated, and then treated with hexane/ether in a 

refrigerator to give 71% 5- (trif luoromethyl ) uridine . 
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antiviral agents 
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L3 ANSWER 11 OF 35 HCAPLUS COPYRIGHT 2010 ACS on STN 

TI Oxidation of pyrimidine base derivatives with m-chloroperbenzoic acid 

AB Oxidns. of 1 , 3-dimethylthymine (I), 3 ' , 5 ' -diacetylthymidine (II), 

1 , 3-dimethyluracil (III), 5-f luoro-1 , 3-dimethyluracil (IV), and 2',3',5'- 
triacetyluridine with m-chloroperbenzoic acid were studied. A 
plausible mechanism for formation of the oxidation products was given. 
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TI Synthesis of covalently-linked double-helical cross sections 

representative of purine-purine and pyrimidine-pyrimidine duplexes 

GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Covalently-linked double-helical cross sections I and II (R = OH, H) that 
resemble A-I base pairing and hypothetical C-U(T) base pairing resp., have 
been prepared in short reaction sequences from acetylated ribo- or 
deoxyribonucleosides . I represent a covalently linked purine-purine long 
base-pair mimic of a bulge in a double-helical RNA or DNA cross-section. 
II represent a covalently linked pyrimidine-pyrimidine short base-pair, 
analogous to a pinched-in RNA or DNA cross-section. I (R = OH) was prepared 
by reaction of tri-O-acetyladenosine with ClCH:C(OEt)2 to give the 
chloroimidate, condensation of the latter with tri-O-acetyladenosine in 
the presence of an acid catalyst to yield amine III, oxidative ring 
closure of III with 2-02NC6H4I (OAc) 2 in (CF3 ) 2CMeOH-MeN02 , and 
deacetylation by NH3-MeOH . 
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representative of purine-purine and pyrimidine-pyrimidine duplexes 
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TI Reaction of uracil derivatives with dif luorocarbene 
GI 



OR 2 




R3QCH2 



AB Uridines I (R = H, Me; Rl = H, OH; R2 = CF2H; R3 = H) were prepared by 
silylation of triacetylur idine and diacetylthymidine with 
NH(SiMe3)2. I (Rl = H, OAc; R2 = SiMe3; R3 = Ac) were desilylated with 
Hg(CF3)2 to produce I (Rl = H, OAc; R2 = CF2H; R3 = Ac) and subsequent 
hydrolysis produced I (Rl = H, OH; R2 = CF2H; R3 = H) . The silylation and 
dif luorocarbene insertion reactions were also completed on the nucleoside 
bases to yield the bis ( f luoromethyl ) and dif luoromethyl adducts II and 
III . 
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L3 ANSWER 14 OF 35 HCAPLUS COPYRIGHT 2010 ACS on STN 

TI Preparation of 3 ' -0- ( 4-methoxytetrahydropyran-4-yl ) derivatives of 
4-N-benzoylcytidine and uridine 

GI 
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AB The title compds . I and III were prepared from N4 , 2 ' -0, 5 ' -0- 
triacetylcytidine in 54 and 65% overall yields, resp. 
3 ' -0- ( 4-Methoxytetrahydropyran-4-yl ) cytidine (III) was the common 
intermediate for both I and II. 
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TI Preparation of 3 ' -0- ( 4-methoxytetrahydropyran-4-yl ) derivatives of 

4-N-benzoylcytidine and uridine 
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CS Dep. Chem., King's Coll., London, WC2R 2LS, UK 
SO Synthesis (1985), (9), 874-5 
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L3 ANSWER 15 OF 35 HCAPLUS COPYRIGHT 2010 ACS on STN 
TI Synthesis of C-5 and N-3 arenesulf enyl uridines. Preparation and 
properties of a new class of uracil protecting group 

GI 
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AB The nature and position of the ring substituent of an arenesulf enyl 

chloride control the regiospecif ic formation of either a C-5 substituted 
product, as in ( arenesulf enyl ) uridines I (R = Ph, p-MeC6H4, p-ClC6H4, 
P-02NC6H4), or a N-3 substituted product, as in II [R = 2-02NC6H4, 
4, 2-Me (02N) C6H3, 2 , 4- (02N) 2C6H3 ] . Arenesulf enyl groups successfully 
protect the urethane function of the uracil residue as exemplified by the 
synthesis of 2 ' -O-methyluridine and oligoribonucleotide building blocks. 
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TI Studies on oxidative modifications of nucleic acid pyrimidine bases 
GI 




AB Oxidation of diacetylthymidine, triacetylur idine, and 

5-f luoro-1 , 3-dimethyluracil with m-chloroperbenzoic acid occurred at the 
double bond in the pyrimidine base. Cross-linkage of the bromohydrin I (R 
= p-Br, Rl = a-OH) with PhCH2NH2 and glycine Et ester gave I (R 
= OH, Rl = NHCH2Ph, NHCH2C02Et) . A mechanism for the formation of oxidation 
products is presented. 
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TI Triazenes as transport form of sulfur mustard: synthesis of 

3- [ S- ( 2-chloroethyl ) thioethyl ] aryltriazenes and study of their reactions 



in aqueous and nonaqueous solutions 

AB A group of biol. active l-aryl-3- [ S- ( 2-chloroethyl ) thioethyl ] triazenes has 

been synthesized. The rates of decomposition of 4-NCC6H4NHN :NCH2CH2SCH2CH2C1 
(I), determined polarog., increase with decrease in pH from 7.1 to 5.1. A 
deuterated triazene discriminated between alternative decomposition pathways. 
The data are consistent with initial protonation of the triazene and 
generation of a S- ( 2-chloroethyl ) thioethyl cation (or its kinetic equivalent) 
which undergoes rearrangements as detected by deuterium scrambling. A 
second competing pathway may involve cyclization of the triazene to a 
1-aryl-l , 2 , 3-triazathiaoctene intermediate which then undergoes 
nucleophilic opening with loss of N. These triazenes readily esterify 
3, 5- (02N) 2C6H3C02H and (Et0)2P(0)0H in Et20 solns. The use of the D 
labeled triazene indicates that these triazenes esterify predominantly via 
ion-pair mechanism and SN2 displacement is the minor pathway. I alkylated 
the N3-position of triacetylur idine, also via a combination of 
ion-pair and SN2 displacement mechanisms as determined D labeling. These 
studies are expected to assist in the interpretation of the cytotoxic 
effects of these triazenes. 
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TI Structural assignment of N3-acylated uridine derivatives by means of 
carbon-13 NMR spectroscopy 

AB (Me2CH)2NEt was effective as a base for acylation of 

2 ' , 3 ' , 5 ' -tri-O-acetyluridine with various acid chlorides. The 13C NMR 
spectra of the products and related compds . showed clearly that the acyl 
group introduced into the uracil moiety was attached at N-3 . 
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TI Hydrogen bond equilibrium constants of some unusual nucleotide base pairs 
GI 



NH2 




AcO OAc III AcO OAc IV 



AB Approx. H bond association consts. were determined for base pairs formed by an 
adenine derivative (I) and a number of unusual pyrimidine bases [including 
ftorafur (II) and tri-O-acetyluridine (III)]. A series is found in which 
the H bond strength in the base pairs varies. In certain cases the H bond 
equilibrium constant is larger than in the adenine-thymine pair. Inosine 

derivs . 

(IV) seem to have a nonnegligible chance of replacing guanosine in the 
guanosine-cytosine pair. IR, near-IR (overtone), and NMR spectra were 
used to determine the equilibrium consts. 
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TI Structure of 2 ', 3 ', 5 ' -tri-O-acetyluridine, C15H18N209 
GI 



0 




AcOCH2 




AB Crystal structure of the title compound (I) was determined The sugar-ring 
pucker 

is 3T4 [C (3 ' ) -endo/C (4 ' ) -exo] , with P = 46.5(6)°, and xCN 
[C(2)-N(l)-C(l')-0(4') ] is 74.2(6)°, in the syn range. A close 
contact of 2-90(3) A between acetyl oxygen and a neighboring 
base ring is noted. The pyrimidine base ring is essentially planar, as 
are the acetyl groups . 
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TI 4-Substituted pyrimidine nucleosides 

GI 




AB Pyrimidine nucleosides and their analogs I (R = optionally substituted 
monosaccharide, aryl, alkyl, heterocyclic; Rl = optionally substituted 
amino, N3, optionally substituted SH, halogen; R2 = halogen, optionally 
substituted alkyl, aryl, alkoxy; X = 0, S, NH) were prepared from I (Rl = 
OH) via their sulfonates. Thus, triacetylur idine was tosylated 
and the ester treated with NH3-MeOH to give 82% cytidine. 
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TI Synthesis of dicytidylyl- ( 3 ' -5 ' ) -1 , 2-di ( adenosin-N6-yl ) ethane and 

dicytidylyl- (3'-5')-l,4-di ( adenosin-N6-yl ) butane : covalently joined 
terminals of two transfer ribonucleic acids and their behavior toward 
snake venom phosphodiesterase 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The chemical synthesis of the title bridged trinucleoside diphosphates, I and 
II, along with the corresponding dinucleoside phosphates, III and IV is 
described. Bridged nucleosides, V and VI, gave on treatment with tri-Et 
orthoformate in the presence of p-toluenesulf onic acid in DMF the cyclic 
orthoesters, VII and VIII. Condensation of VII and VIII with N,2',5'-0- 
triacetylcytidine 3 ' -phosphate, using dicyclohexylcarbodiimide in 
pyridine, afforded after deblocking and chromatog. separation, products I-IV. 
The latter were readily degraded with pancreatic RNase, but I and III were 
completely resistant toward snake venom phosphodiesterase, whereas II and 
IV were digested to the extent of 65 and 43%, resp. The major product of 
degradation of II with phosphodiesterase was IV, resulting from the combined 
action of phosphodiesterase and contaminating phosphomonoesterase . The 
results are explained in terms of stacking of terminal bridged nucleoside 
units in I-IV. The implications of these findings for the function of 
snake venom phosphodiesterase are discussed. 
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Cytidylyl- ( 3 ' - -> 5 ' ) -3 ' -N-mercaptoacetylpuromycin aminonucleoside 

synthesis and its reaction with [3H] -N-acetyl-L-phenylalanyl-tRNA on E. 



coli and rat liver ribosomes 
AB A thiol-containing dinucleoside derivative of puromycin, 

cytidylyl- (3 '->5 ' ) -3 ' -N-mercaptoacetylpyromycin amino nucleoside 
(I), was synthesized and its ability to release N-acetyl-L-phenylalanine 
from tRNA on Escherichia coli and rat liver ribosomes was evaluated. I 
was as active as puromycin in reacting with 3H-labeled 

N-acetyl-L-phenylalanyl-tRNA on E. coli ribosomes but only moderately 
active in the rat liver system. Chromatog. anal, of assay products 
revealed covalent attachment of N-acetyl-L-phenylalanine-3H to the 
dinucleoside derivative Results obtained here show that an inactive 
thiopuromycin derivative [ 3 ' ] -N-mercaptoacetylpuromycin aminonucleoside 
becomes a potent acceptor of N-acetyl-L-phenylalanine from E. coli 
ribosomes when substituted in the 5 '-position by a cytidine-3 ' -phosphate 
residue . 
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TI 5-Fluorouridine and 5-f luorocytidine . Direct fluorination of the 
pyrimidine ring 

AB 5-Fluorouridine was prepared by treatment of 2 ' , 3 ' , 5 ' -tr i-O-acetyluridine 
with CF30F-CC13F in CHC13 at -78° followed by deacetylation . 
5-Fluorocytidine HC1 was prepared similarly from 
N4-acetyl-2 ' , 3 ' , 5 ' -tri-O-acetylcytidine . 
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TI Olefin cycloadditions to 2 ' , 3 ' , 5 ' -triacetylur idine 

AB Photocycloaddn . of 2 ', 3 ', 5 ' -tr i-O-acetyluridine occurred quant, with 
tetramethylethylene, isopropenyl acetate, (EtO)2C:CH2 and vinylene 
carbonate (I). The adduct with I on solution in EtOH-Et3N gave 
5-carboxymethyl-2 ' , 3 ' , 5 ' -tri-O-acetyluridine . 
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TI 5-Mercaptopyrimidine nucleosides through one-step synthesis of 

5-thiocyanatouridine and -2 ' -deoxyur idine 
GI For diagram(s), see printed CA Issue. 

AB Uridine with NCSC1 in AcOH for 1 hr gave 48% 5-thiocyanatouridine (I). 
Similarly 2 -deoxyuridine and 2 ,3 ,5 -triacetylur idine gave 55% 
and 96%, resp., of the corresponding 5-thiocyanato derivs. Reduction of I 
with Na dithionite-mercaptoethanol or dithiothreitol gave 
5-mercaptouridine . 
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TI Nucleic acid components and their analogs. CXLVII. Preparation of 5- 
ethoxycarbonyluridine, 5-carboxyuridine, and their nucleotidic 
derivatives 

AB A mixture of Et02CCH2COCl and H2NC02Et stirred at 100° gave 

Et02CCH2CONHC02Et, which refluxed with Ac20 and HC(OEt)3 gave 
(E)-EtO-CH:C(C02Et)CONHC02Et. Condensation of the latter compound with 
2, 3-O-isopropylidene-p-D-ribof uranosylamine p-toluenesulf onate and 
removal of the :CMe2 group gave 5-ethoxycar-bonyluridine (I), which was 
hydrolyzed to give 5-carboxyuridine (II). I or II treated successively 
with P(OEt)3 and (C13C)2CO gave the 2 ',3 '-cyclic phosphates of I and II 
resp. (substrates for pancreatic ribonuclease and ribonuclease T2). 
Treatment of II with POC13 in OP(OEt)3 gave II 5 ' -phosphate, which was 
dephosphorylated by the snake venom 5 ' -nucleotidase . Uridylyl- (3 ' 
-> 5 ' ) -5- ethoxycarbonyluridine and guanylyl-(3' -> 
5 ' ) -5-ethoxycarbonyluridine were split by the snake venom 
phosphodiesterase while uridylyl- (3' -> 5 ') -5-carboxyuridine and 
guanylyl-(3' -> 5 ') -5-carboxyuridine were resistant in this respect. 
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TI Purine derivatives 

AB Triacetyluridine (333 mg) and 684 mg theophylline are heated 10 



hr at 170° with 381 mg BzCl, 410 mg SbC13, 3 ml xylene, and 2 ml 
PhN02 and cooled, 0 . IN ethanolic NH40H added, the mixture evaporated in vacuo, 
and the residue extracted with CHC13 to give 276 mg 
7- ( 2 , 3 , 5-tr i-O-acetyl-p-D-ribof uranosyl ) theophylline, amorph . 
Similarly prepared are 2 ' , 3 ' , 5 ' -tri-0-acetyl-N6-benzoyladenosine, 
9- (2, 3, 5-tri-O-acetyl-p-D-ribof uranosyl ) -6-dimethylaminopurine, 
2 ' , 3 ' , 5 ' -tri-O-acetylinosine, 7- (2, 3, 5-tr i-O-acetyl-p-D- 
ribof uranosyl ) -N ' -acetylguanine, 9- ( 2 , 3 , 5-tri-O-acetyl-p-D- 
ribof uranosyl ) -N ' -acetylguanine, and 

2 ' , 3 ' -di-O-benzoyl-5 ' -diphenylphosphoryl-p-D-ribof urano- 

syltheophylline . 
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TI Oligonucleotidic compounds. XXXV. Reaction of diribonucleoside 

phosphates with dimethylf ormamide acetals 
AB NH4 (Et3NH, BuMe3N) salts of some diribonucleoside phosphates (U pU, UpC, 
UpA, Upl, ApU, GpU, Cpl, and CpX) containing uridine ( I), inosine, or 
xanthosine were methylated with Me2NCH (OMe) 2 (II) in HCONMe2 (or Me2SO) at 
60° to the corresponding derivs. of N3-methylur idine (III), 
Nl-methylinosine, and N-methylxanthosine (in the last case, the exact 
position of the Me group was not determined) . The methylation was not 
accompanied by any isomerization of the 3' -> 5 ' internucleotide 
linkage or any other side-reactions. After 3 (19) hr at 60°, II 
and UpU NH4 salt gave 27 (15) % uridylyl-(3' -> 5 ' ) -N3-methyluridine 
(IV), 27 (18) % N3-methyluridylyl- (3 ' -> 5')-uridine, 29 (60) % 
N3-methyluridylyl- (3 ' -> 5 ' ) -N3-methyluridine, and 17 (7) % UpU. 
After 5 hr at 60°, II and Upl NH4 salt gave 7% uridylyl-(3' 
-> 5 ') -Nl-methylinosine, 33% N3-methylur idylyl- ( 3 ' -> 

5')-inosine, 43% N3-methylur idylyl- ( 3 ' -> 5 ') -Nl-methylinosine (V), 

and 17% Upl (after 18 hr, 100% V resulted). UpC NH4 salt and II (12 hr at 

60°) gave 100% N3-methylur idylyl- ( 3 ' -> 5 ' ) -cytidine . UpA 

NH4 salt and II (24 hr at 60°) gave 75% N3-methylur idylyl- ( 3 ' r 

5 ') -adenosine . ApU and II (12 hr at 60°) gave 100% adenosine- ( 3 ' 

-> 5 ' ) -N3-methyl uridine. GpU Et3NH salt (7 hr at 60°) gave 

95% guanosine- ( 3 ' -> 5')-N3-me thyluridine. The internucleotide 

linkage of some diribonucleoside phosphates (NH4 salts) derived from 

cytidine 3 '-phosphate (CpU, CpA, and CpC) was cleaved by II at 60° 

or Me2NCH(OCH2CMe3) 2 (VI) at 80° with the formation of cytidine 

2 ',3 '-cyclic phosphate (VII) and the corresponding nucleoside (or its N-Me 

derivative). Thus, the reaction of CpU NH4 salt and II (6 hr at 60°) 

gave 2.5% cytidylyl- ( 3 ' -> 5 ' ) -N3-methyluridine, 73% VII, 21% 

cytidine 2 '( 3 ') -phosphate Me ester, 3.5% CpU, 25% I, and 75% III. CpG, 

ApC, 2 ' -deoxycytidylyl- (3 ' -> 5 ') -adenosine, cytidylyl- ( 3 ' -> 

5 ' ) -8-bromoinosine (VIII), and cytidylyl- ( 3 ' -> 

5 ' ) -8-dimethylaminoinosine (IX) did not react with II or VI. CpU Bu3MeN 
salt and II (18 hr at 60°) gave 90% cytidylyl- ( 3 ' -> 

5 ' ) -N3-methyluridine. Cpl, CpX, VIII, and IX were prepared by the 



N, N ' -dicyclohexyl-carbodiimide condensation of N4,02',05'- 
triacetylcytidine 3 '-phosphate with 

2 ' , 3 ' -O-ethoxymethyleneinosine, 2 ' , 3 ' -O-eth-oxymethylenexanthosine, 
2 ' , 3 ' -0-ethoxymethylene-8-bromoinosine, and 

2 ' , 3 ' -0-ethoxymethylene-8-dimethylaminoinosine, resp., deacetylation (with 
aqueous NH3 ) , and removal of the ethoxymethylene group with aqueous AcOH. IV 

was 

prepared similarly from 2 ' , 5 ' -di-O-acetyluridine 3 '-phosphate and 
2 ' , 3 ' -0-ethoxymethylene-N3-methyluridine . The stability of the 3' 
-> 5' internucleotide linkage in various diribonucleoside phosphates 
or their derivs. to II or VI is discussed. 
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TI Synthesis of oligoribonucleotides . VI. 2 ' -O-Acyl ribonucleoside 

derivatives as intermediates in the synthesis of dinucleoside phosphates 
AB N2 , 02 ' , 05 ' -Tribenzoylguanosine (I) was obtained as a pure crystalline compound 
The di-ribonucleoside phosphate: guanylyl-(3' -> 5 ') -uridine [GpU] 
and cytidylyl- ( 3 ' -> 5 ') -uridine [CpU] were prepared in moderate 
yields by the condensation (in pyridine with mesitylenesulf onyl chloride 
as the condensing agent) between 2 ', 3 ' -di-0-acetyluridine5 ' -phosphate and, 
I and N4, 02 ' , 05 ' -triacetylcytidine, resp. The GpU was 

completely digested to guanosine 3 '-phosphate and uridine in the presence 
of ribonuclease TI, while the CpU was .apprx.98% digested to cytidine 
3 '-phosphate and uridine in the presence of pancreatic ribonuclease. 22 
references . 
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TI Synthesis of oligo- and polynucleotides. VIII. Synthesis of 

dinucleotides from the ribose series with a terminal 3 '-phosphate group 
AB cf. CA 64: 14469b; 65: 10646g. Condensation of 0.1 millimole acylated 

ribomononucleotide (I) containing a free 3 '-phosphate group and 0.3 millimole 

Et4N salt of a nucleoside 2 ' , 3 ' -cyclophosphate (II) with a free 5 ' -OH 

group in 1.5 ml. C5H5N and 0.5 g. dicyclohexylcarbodiimide for 3 days at 

room temperature and shaking in the dark, enzymic hydrolysis with ribonuclease 

at pH 7.0 for 3 hrs. at 37°, and removal of protecting groups with 

MeOH-NH3 during 0.5-12 hrs. gave the dinucleotide (III), which was 

purified on DEAE-cellulose . The following III were obtained in 20-40% 



yields: adenyl-3 ( ' -> 5 ') -uridine 3 ' -phosphate, -cytidine 
3 '-phosphate and -guanosine 3 ' -phosphate ; uridylyl- (3 ' -> 
5 ') -uridine 3 ' -phosphate, -cytidine 3 '-phosphate and -guanosine 
3 ' -phosphate; cytidylyl- ( 3 ' -> 5 ') -uridine 3 ' -phosphate, -guanosine 
3'-phosphate and -cytidine 3 ' -phosphate . N6 , 02 ' , 05 ' -Tribenzoyladenosine 
3 ' -phosphate, 80-5% yield by conversion of 3 '-adenylic acid to the Et4N 
salt (on an ion-exchange resin in the Et4N form), treatment with 
BzCl-C5H5N 1 hr. at room temperature, and precipitation of the I from C5H5N 
with Et20. 

Other I, prepared in the usual way, were 

N6-benzoyl-02 ' , 05 ' -diacetyladenosine 3 ' -phosphate, 02 ' , 05 ' -diacetyluridine 
3 ' -phosphate, and N6,02',05' - triacetylcytidine 3' - phosphate. 
The cyclization method of Smrt and Sorm (CA 57: 3550i) was used to prepare 
II. N6-Benzoylcytidine 2 ' , 3 ' -cyclophosphate was prepared in 68.5% yield 
from reaction of 2 millimoles NH4 cytidine 2 ', 3 ' -cyclophosphate and 20 
millimoles N-benzoylimidazole in 200 ml. HC0-NMe2 for 5 days at room 
temperature, concentration at high vacuum, and precipitation of the product 

from C5H5N into 

Et20, then conversion as above into the Et4N salt. 

AN 1967:491009 HCAPLUS «L0GINID : : 2 0 1 0 03 0 1» 

DN 67:91009 

OREF 67:17155a, 17158a 

TI Synthesis of oligo- and polynucleotides. VIII. Synthesis of 

dinucleotides from the ribose series with a terminal 3 '-phosphate group 

AU Rhaese, Hans J.; Siehr, Wolfgang; Cramer, Friedrich 

CS Max-Planck-Inst . Exptl. Med., Goettingen, Fed. Rep. Ger . 

SO Justus Liebigs Annalen der Chemie (1967), 703, 215-24 
CODEN: JLACBF; ISSN: 0075-4617 

DT Journal 

LA German 
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TI Aminoacyl derivatives of nucleosides, nucleotides, and polynucleotides. 
II. Synthesis of the 2 ' ( 3 ' ) -O-glycyl derivatives of uridylyl- (3' -> 
5')-uridyne, cytidylyl- ( 3 ' -> 5 ') -adenosine, and uridylyl- (3' 
-> 5 ') -adenosine using the corresponding D-ribonucleoside 
2 ',3 '-cyclic orthoesters 

AB cf. CA 65: 15487d. The pyridinium salt of 2 ' , 5 ' -di-O-acetyluridine 

3'-phosphate (la) (0.245 g.) and 0.46 g. uridine 2 ' , 3 ' - (cyclic orthoester) 
was repeatedly evaporated with pyridine, the residue kept with 2 g. 
N, N ' -dicyclohexylcarbodiimide 3.5 days, and evaporated The product was kept 5 
hrs. with NH3-saturated MeOH, evaporated, and chromatographed on 

DEAE-cellulose in 

50% MeOH-0 . 2M NEt3 and on Whatman 3 MM paper to give 24.5% uridylyl- (3' 
-> 5 ' ) -2 ' , 3 ' - o- (N-benzyloxycarbonylaminomethyl ) ethoxymethyleneuridi 
ne (I) and uridin e2 ', 3 '-( cyclic phosphate) resulting as by-product. 
Hydrolysis of I in 20% AcOH 2.5 hrs. gave uridylyl- (3' -> 

5 ' ) -2 ' (3 ' ) - (N-benzyloxycarbonyl) glycyluridine, yielding on hydrogenolysis 
over Pd/BaS04 in 80% AcOH 97% uridylyl- (3' -> 

5 ' ) -2 ' (3 ' ) -O-glycyluridine . Analogously obtained were 20.7% cytidylyl- ( 3 ' 
-> 5 ' ) -2 ' , 3 ' - 0- (N - 

benzyloxycarbonyl ) aminomethylethoxymethyleneadenosine (II) from 0.134 g. 
N, 2 ' , 5 ' -O-triacetylcytidine 3 '-phosphate and 0.5 millimole 
N-dimethylaminomethylene-2 ' , 3 ' -0- (N- 

benzyloxycarbonyl ) aminomethylethoxymethyleneadenosine (III) in addition to 
the by-product cytidine 2 ',3 '-cyclic phosphate, and 17.5% 
2 ' -0- (1-ethoxyethyl) cytidylyl- (3 ' -> 

5 ' ) -2 ' , 3 ' -0- (N-benzyloxycarbonyl ) aminomethylethoxymethyleneadenosine ( IV) 
from 0.5 millimole I I land 0.28 millimole 

N, 5 ' -O-diacetyl-2 ' -0- ( 1-ethoxyethyl ) cytidine3 ' -phosphate . IV gave on 
hydrolysis with 80% HC02H at 0° 64% cytidylyl- ( 3 ' -> 



5 ' ) -2 ' ( 3 ' ) -0- (N-benzyloxycarbonyl ) glycyladenosine which yielded on 
hydrogenolysis 66% cytidylyl- ( 3 ' -> 5 ' ) -2 ' ( 3 ' ) -O-glycyladenosine . 
Similarly as above, 0.12 g. Ia and 0.27 g. Ill afforded 24% uridylyl-(3' 
-> 5 ' ) -2 ' , (3 ' ) -0- (N- 

benzyloxycarbonyl ) aminomethylethoxymethyleneadenosine which was hydrolyzed 
to uridylyl- (3 ' -> 5 ') -2 '( 3 ')- (N-benzyloxycarbonyl ) glycyladenosine 
and this, in turn, hydrogenated to uridylyl- (3' -> 

5 ') -2 ' (3 ') -O-glycyladenosine . All compds . were characterized by paper 
chromatog. and electrophoresis, degradation with pancreatic ribonuclease, 
and uv spectra. 

AN 1967:411694 HCAPLUS «L0GINID : : 2 0 1 0 03 0 1» 

DN 67:11694 
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TI Aminoacyl derivatives of nucleosides, nucleotides, and polynucleotides. 

II. Synthesis of the 2 ' ( 3 ' ) -0-glycyl derivatives of uridylyl- (3' -> 

5')-uridyne, cytidylyl- ( 3 ' -> 5 ') -adenosine, and uridylyl- (3' 

-> 5 ') -adenosine using the corresponding D-ribonucleoside 

2 ',3 '-cyclic orthoesters 
AU Chladek, Stanislav; Zemlicka, Jiri 
CS Ceskoslov. Akad. Ved, Prague, Czech. 

SO Collection of Czechoslovak Chemical Communications (1967), 
32(5), 1776-89 

CODEN: CCCCAK; ISSN: 0010-0765 
DT Journal 
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TI N4, 03 ' , 05 ' -Triacetyl-2, 2 ' -anhydrocytidine, a postulated reactive 

intermediate in a convenient synthesis of 

1-p-D-arabinof uranosylcytosine 
GI For diagram(s), see printed CA Issue. 

AB cf. CA 61, 10763h. The effect of N4-acylation in the case of formation 

and resultant properties of 2 , 2 ' -anhydrocytidine derivs. was investigated. 
An equilibrium mixture of N4 , 03 ' , 05 ' -triacetylcytidine (I, R = H) (II) 
and its N4 , 02 ', 05 ' -isomer in 3:2 ratio was prepared in 64% yield by the 
orthoester exchange method. The mixture was treated with a slight excess of 
p-MeC6H4S02Cl in anhydrous C5H5N and the concentrated solution taken up in an 

equal 

volume of CH2C12, extracted with H20 in 10 min., and the extract kept at 20° 
to give N4 , 03 ', 05 ' -triacetyl-p-D-arabinof uranosylcytosine (III, R = 
Ac) (IV). IV treated 24 hrs. at 20° gave 90% III (R = H) (V), m. 
212-16°, [a]20D 152°. The tribenzoyl derivative (VI) in 
9:1 C5H5N-H20 at 20° gave crystalline 

l-p-D-arbinofuranosyl-N403 ' , 05 ' -tribenzoylcytosine (VII), m. 
198-200°, with 75% conversion after 11 days without indication of 
an intermediate. If the reaction proceeds via an anhydronucleoside its 
formation must be the rate-determining step and be extremely susceptible to 
base-catalyzed hydrolysis. It appears that the MeS02 ion undergoes 
displacement much less readily than the p-MeC6H4S02 ion in this reaction. 
IV has led to a very convenient synthesis of V which has selective 
antiviral activity. Both IV and VII have the correct orientation for 
preparation of the 2 '-protected derivative of 1-p-D-arahinof uranosylcytosine, 
required in the oligonucleotide synthesis of Griffin and R. (CA 62, 
2818a) . 

AN 1966:482561 HCAPLUS «L0GINID : : 2 0 1 0 03 0 1» 
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OREF 65:15484f-h, 15485a 

TI N4, 03 ', 05 ' -Triacetyl-2, 2 ' -anhydrocytidine, a postulated reactive 

intermediate in a convenient synthesis of 

1-p-D-arabinof uranosylcytosine 
AU Fromageot, H. P. N . ; Reese, C. B. 



CS Univ. Cambridge, UK 

SO Tetrahedron Letters (1966), (29), 3499-505 

CODEN: TELEAY; ISSN: 0040-4039 
DT Journal 
LA English 
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TI Antimetabolites of uridine with two structural alterations 

AB cf. C.A. 46, 5136b; 47, 9976f. Nucleosides substituted in both the 3- and 

5-positions were prepared and their biol. activity compared with that of the 
corresponding derivs. with a single structural alteration. In the case of 
Neurospora, the 3 , 5-disubstituted nucleosides are less effective as 
antimetabolites than are the monosubstituted compds . Uridine (7.0 g.) in 
100 cc. Ac20 let stand overnight at room temperature, the solution 

concentrated during 2 

days at 4 mm. and 20-5° to a sirup, the triacetylur idine 

(I) (yield 90%) (19 g.) in a min. of hot (CH2C1)2 cooled to 0°, 

treated with 5.3 g. CH2N2 in Et20, let stand overnight at room temperature, 

concentrated to dryness in vacuo at room temperature, 50 cc. absolute MeOH 

added, the 

solution taken to dryness in vacuo, the residue refluxed 10 min. in 5% 
HCl-MeOH, the solution concentrated to dryness in vacuo at room temperature, 
the residue 

in a min. of cold water passed through 5 g. Amberlite IRA-400, the 

effluent decolorized with C, lyophilized, and the residue dissolved in 1:1 

MeOH-EtOAc and treated with Et20 until opalescent, yielded 9.8 g. 

3-methyluridine (II), m. 122-3°; at times a form m. 108-10° 

was obtained. The 2 forms could not be interconverted . II (2.6 g.) in 

water treated with Br water at 5° to a permanent color, the solution 

aerated, lyophilized, and the product refluxed 2 hrs. with absolute EtOH, and 

concentrated to a sirup on the water bath gave 3.10 g. 3-methyl-5-bromouridine 

(III), m. 164-4.5°. II (750 mg . ) in 45 cc. AcOH treated with 0.32 

g. CI in cold CC14 at room temperature, the solution let stand overnight, the 

solvent removed, the residue in 44 cc. MeOH containing 0.44 g. HC1 let stand 

2- 5 days, and the acid removed by repeated addition and evaporation of MeOH 

gave 

300 mg. 3-methyl-5-chlorouridine, m. 158-9°. Ill (1 g.) in 30 cc. 

absolute EtOH charged with 8 cc. NH3 (Dry Ice-Me2CO bath) in a stainless-steel 

tube, the tube let come to room temperature, heated 6 days at 55°, the 

NH3 and EtOH evaporated in vacuo at room temperature, the product in a min. of 

water 

passed through 5 g. IRA-120, the column washed with 3 1. water, eluted 
with 500 cc. 4N NH40H, the NH3 removed in vacuo, the solution lyophilized, 
and the product recrystd. from absolute EtOH gave 400 mg . 

3- methyl-5-aminouridine, m. 166-7°. 
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TI Ring structure of uridine 

AB The acetylation of 10 g. uridine (I) with 130 cc. Ac20 containing 0.25 g. 
fused NaOAc and the isolation of the product (C. A. 26, 5571) gave 15 g. 
triacetyluridine, C15H1809N2, as a pale yellow, flaky, glass-like 



solid. This was hydrogenated in EtOAc in the presence of Pt02 at 45 lb. 
per sq. in pressure to triacetyldihydrouridine, which was methylated as 
previously described for the methylation of adenosine (C. A. 26, 2433). 
The simultaneous hydrolysis and oxidation of methylated dihydrouridine by 
the addition of Br to a solution in 3% aqueous HBr gave a mixture of 
trimethylribonolactone and its Me ester. Hydrolysis with 4% HC1 at 
85° for 2.5 hrs. yielded trimethyl-y-ribonolactone, b0.05 

90-5°, which on oxidation with concentrated HN03 gave crystalline inactive 
dimethoxysuccinic acid; Me ester, m. 68°. It follows that I is a 
ribof uranoside . 

AN 1933:50703 HCAPLUS «LOGINID : : 2 0 1 0 03 0 1» 
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OREF 27:4528e-g 

TI Ring structure of uridine 

AU Levene, P. A.; Tipson, R. Stuart 

SO Journal of Biological Chemistry (1933), 101, 529-34 
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DT Journal 
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TI Treatment of chemotherapeutic agent and antiviral agent toxicity with 

acylated pyrimidine nucleosides 
AB Compds . , compns., and methods are disclosed for treatment and prevention 

of toxicity due to chemotherapeutic agents and antiviral agents. 

Disclosed are acylated derivs. of nonmethylated pyrimidine nucleosides. 

These compds. are capable of attenuating damage to the hematopoietic 

system in animals receiving antiviral or antineoplastic chemotherapy. 
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TI Compositions of chemotherapeutic agent or antiviral agent with acylated 
pyrimidine nucleosides 

AB The subject invention discloses compds . , compns. and methods for treatment 
and prevention of toxicity due to chemotherapeutic agents and antiviral 
agents. Disclosed are acylated derivs. of non-methylated pyrimidine 
nucleosides. These compds. are capable of attenuating damage to the 
hematopoietic system in animals receiving antiviral or antineoplastic 
chemotherapy. Thus, biol activity of 5-f luorouracil is reported. 
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TI Methods of reducing toxicity of chemotherapeutic and antiviral agents with 
acylated non-methylated pyrimidine nucleosides 

AB Compds . , compns. and methods are disclosed for the treatment and 

prevention of toxicity due to chemotherapeutic agents and antiviral 
agents. Disclosed are acylated derivs. of non-methylated pyrimidine 
nucleosides. These compds. are capable of attenuating damage to the 
hematopoietic system in animals receiving antiviral or antineoplastic 
chemotherapy. Oral administration of triacetylur idine ameliorated the 
hematol. toxicity of 5-f luorouracil . Triacetylur idine and uridine 
increased the therapeutic index of 5-f luorouracil in tumor-bearing mice. 
Amelioration of the adverse effects of e.g. AZT is also described. 
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TI Pyrimidine nucleotide precursors for treatment of systemic inflammation 
and inflammatory hepatitis 

AB Pyrimidine nucleotide precursors, including acyl derivs. of cytidine, 

uridine, and orotate, and uridine phosphorylase inhibitors, and their use 
in enhancing resistance to sepsis or systemic inflammation, are disclosed. 
Triacetylur idine improved survival of mice treated with a LD of Salmonella 
typhimurium endotoxin, reduced endotoxin-caused tissue damage, reduced 
mortality in viral hepatitis in mice, and improved recovery from ethanol 
intoxication . 
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TI Acylated pyrimidine nucleosides for treatment of toxicity from 
chemotherapeutic and antiviral agents 

AB The subject invention discloses compds . , compns. and methods for treatment 
and prevention of toxicity due to chemotherapeutic agents and antiviral 
agents. Disclosed are acylated derivs. of non-methylated pyrimidine 
nucleosides. These compds. are capable of attenuating damage to the 
hematopoietic system in animals receiving antiviral or antineoplastic 
chemotherapy. Oral administration of triacetylur idine ameliorated the 
hematol. toxicity of 5-f luorouracil . Effects of other derivs. are also 
presented. Synthesis of ethoxycarbonyluridine is included. 
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TI Acylated pyrimidine nucleosides for treatment of toxicity from 
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TI Preparation and therapeutic used of acylated uridine and cytidine. 
GI 



O HNR4 
RlOCH 2 I) Ql= I 



AB Acylated pyrimidine nucleosides [I; B = Q where R4 = H; Rl, R2, R3 = acyl 
residue of C5-22 unbranched fatty acid, amino acids (e.g. glycine, 
L-alanine, and L-lysine), C3-22 dicarboxylic acids, carboxylic acids (e.g. 
glycolic acid, pyruvic acid, and lactic acid)] (II) and I (B = Q; Rl - R3 
= H, acyl radical of a metabolite; R4 = acyl radical of a metabolite] 
(III) and therapeutic uses of I (B = Q, Ql), e.g. for treating 
hepatopathies, diabetes, and heart disease, are described. In general, 
2 ' , 3 ' , 5 ' -tri-O-acyluridines were prepared by heating a solution of 1 g uridine 
and 3.1 molar equivalent acid anhydride (e.g., Ac20 or butyric anhydride) in 
anhydrous pyridine at 80-85° for 2 h. A mixture of 

2 ' , 3 ' , 5 ' -tri-O-acetylcytidine (IV) and -uridine (V) at 590 mg/kg of each 
administered to rats immediately after, and 1 and 20 h after aorta 
constriction and administration of isoproterenol (5 mg/kg) significantly 
restored myocardial performance. 
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TI Platinum-dioxopyrimidine complexes 

AB Complexes of 2 , 4-dioxopyrimidines with cis-diaquodiamineplatinum (II) were 
prepared and tested for antitumor, antibacterial and antiviral activity. 
The complexes appear to have good activity with low renal toxicity. 
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TI Platinum- ( 2 , 4-dioxopyrimidine ) complex 

AB The title complexes were prepared by treating 2 , 4-dioxopyrimidine derivs. 
with cis-diaquadiammineplatinum ( II ) [20115-64-4] in a 2:1 to 1:1 mole 
ratio at 0-55°. The complexes showed antitumor, antiviral, and 
antibacterial activity, high water solubility, and low renal toxicity. For 
example, 0.01 mole cis-dichlorodiammineplatinum ( I I ) [15663-27-1] was 
treated with 0.02 mole AgN03 in the dark to give 

cis-diaquadiammineplatinum ( II ) . This complex was then treated with uracil 
in a 1:1 mole ratio at pH 6-7 to give a complex which showed antitumor, 
antibacterial, and antiviral activity. 

AN 1976:428777 HCAPLUS «LOGINID : : 2 0 1 0 03 0 1» 

DN 85:28777 

OREF 85:4645a, 4648a 

TI Platinum- ( 2 , 4-dioxopyrimidine ) complex 

IN Rosenberg, Barnett; Mansy, Samir A. L. A.; Van Camp, Loretta L . ; Peresie, 

Henry J.; Fischer, Robert George; Davidson, James P. 
PA Research Corp., USA 
SO Ger. Of fen., 51 pp. 

CODEN: GWXXBX 
DT Patent 
LA German 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI DE 2445418 Al 19760401 DE 1974-2445418 19740923 <— 

JP 58028278 B 19830615 JP 1974-112688 19740930 <— 

PRAI DE 1974-2445418 19740923 <— 



L8 ANSWER 9 OF 9 HCAPLUS COPYRIGHT 2010 ACS on STN 



TI Platinum-pyrimidine blues and related complexes. New class of potent 
antitumor agents 

AB Many of the complexes of diaquo species of cis-dichlorodiammineplatinum 

(II) and pyrimidines and substituted pyrimidines showed superior activity 
against the ascites Sarcoma 180 tumor in mice when compared to 
cis-dichlorodiammineplatinum [15663-27-1]. Activity was also shown 
against the Rauscher leukemia, Ehrlich ascites, and ADJ/PC6A tumors. The 
platinum-uracil complex caused only minor focal damage to the proximal 
convoluted tubules of the kidney. The methods for synthesis and 
characterization of some of the complexes are described, though the 
structure of the complexes are largely uncertain at this time. 
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